Little is known regarding the management of psychotic disorders in NARP syndrome. We report the case of a 30 year-old Caucasian male, born from healthy unrelated parents. During his first year, he presented cerebellar ataxia with pyramidal syndrome. Sequencing his leukocyte and urinary mtDNA detected a heteroplasmic mutation (95%) in the MTATP6 gene (m.8993T \> C) [@bb0005]. At 28 years, he presented a psychotic episode with psychomotor agitation and delusional persecutory beliefs without cognitive decline. Brain MRI showed a cerebellar atrophy and bilateral striatal hyper-intensities ([Fig. 1](#f0005){ref-type="fig"}A). Antipsychotics lead to dystonia, akathisia and extrapyramidal syndrome with falls. The patient remained aggressive with faecal and urinary incontinence. Thus, a switch to clozapine was suggested [@bb0010]. Clozapine was administrated at low dose (12.5 mg/day, reaching 37.5 mg/day in four weeks). The patient experienced a complete remission of paranoid delusions and violent behavior. Owing to occurrence of lower limb negative myoclonus, falls and fatigue, clozapine intake was lowered to 25 mg/day. As a result, delusions resumed a few days later. Eventually, an alternative clozapine administration (37.5 mg/25 mg every other day) was started, which alleviated psychiatric symptoms and improved extrapyramidal side effects ([Fig. 1](#f0005){ref-type="fig"}B). The effectiveness of clozapine on psychotic disorders is supported by the control of paranoid delusions when administered at efficient doses and its relapse when drug intake was reduced. It is worth noting, however, that the doses of clozapine used here are far lower than the ones required for control of resistant schizophrenia (300--900 mg/day) [@bb0015]. Clozapine has strong affinity for several dopaminergic receptors and is also a serotonin antagonist with strong binding to 5-HT2A/2C receptors [@bb0020]. Efficacy and safety of low doses of clozapine have been previously shown in Parkinson\'s disease [@bb0025], [@bb0030], [@bb0035]. Further studies will hopefully confirm the interest of low dose of clozapine for psychotic symptoms in NARP syndrome, and maybe other mitochondrial disorders.
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A. Brain MRI of the 30 years-old affected patient (A, B, C). Sagittal T1 weighted image (A) shows an important cerebellar atrophy (arrow). The axial T2 (B) and coronal Flair (C) weighted images show bilateral abnormal hyperintensities in putamen and caudate nuclei (arrows in abnormal striatum). B: Pre/clozapine treatment assessment. Major symptoms: ++; Moderate symptoms: +; Absence of symptoms: 0; \*: based on the patient\'s interview and reports of the family members; \*\*: based on reports of family members; CGI-I: Clinical Global Impressions-Improvement; BPRS: Brief Psychiatric Rating Scale; PANSS: Positive and Negative Syndrome Scale.
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